-Amendments to the Claims- 



(Currently amended) A compound of Formula (1 .0.0): 
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R 6 R 5 



— wherein — 

isO-Gf 1; 

is O-of 1 ; provided that when j is 0 t n must bo 2; 
is 0 or 1 
is 0, 1, or 2; 
is 1 or 2; 



(1.0.0) 



is -0-; or - S(-0) t , wh e re t i s 0, 1, or 2; or N(R 3 ) - wh e r e R 3 has th e sam e 
m e aning as dofinod bolow; 

-W 2 is -0-; - S(~0) t - , wh e r e t is 0, 1, or 2; N(R 3 ) - wh e r e R 3 has th e sam e 

m e an i ng as dofinod b e low, or CR^R 30 -^ 

— wher e — 

— R a nd K ar e e ach a m e mbor ind e p e nd e nt l y s e l e ct e d from the group consisting of 

-Hi — R — GF* — (Ci- C^) alkyl; (C 4 -Q 6 ) cyc l oalkyl; ph e nyl benzy l ; and pyridyl; wherein sa i d 
a l ky l , cyc l oa l kyl, ph e nyl, or benzy l , and pyridyl moi e t ie s ar e each independ e nt l y subst i tut e d 
w i th 0 to 3 substituonts R 40 , wh e r e R 40 ha s the samo mean i ng as d e fin e d bolow; 

-Y is =C(R 1 a )- , wh e r e R 4 a has the sam e mean i ng as d e fined bo l ow ; ef 

[N ^ (0) k ] — wh e r e k i s 0 or 1 ; 

— wh e r e — 
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-R 1 a is a member selected from the group consisting of -H; -F; -CI; -CN; -N0 2 ; - 

(d-C 4 ) alkyl; -(C 2 -C 4 ) alkynyl; fluorinated-(d -C 3 ) alkyl; fluorinated-(d -C 3 ) alkoxy; -OR 16 ; 
and -C(=0)NR 22 a R 22 b ; 

— where — 

— R 22 a andR 22 b are each independently -H; -CH 3 ; -CH 2 CH 3 ; -CH 2 CH 2 CH 3 ; 
-CH 2 (CH 3 ) 2 ; -CH 2 CH 2 CH 2 CH 3 ; -CH(CH 3 )CH 2 CH 3 ; -CH 2 CH(CH 3 ) 2 ; -C(CH 3 ) 3 ; cyclopropyl; 
cyclobutyl; or cyclopentyl; 

-R A and R B are each a member independently selected from the group consisting of 

-H; -F; -CF 3 ; -(d-C 4 ) alkyl; -(C 3 -C 7 ) cycloalkyl; phenyl; and benzyl; wherein said cycloalkyl, 
phenyl, and benzyl moieties are each independently substituted with 0 to 3 substituents R 10 ; 

— where — 

— R 10 is a member selected from the group consisting of phenyl; pyr i dy l ; F; -CI; -CF 3 ; 

oxo (=0); -OR 16 ; -N0 2 ; -CN; -C(=0)OR 16 ; -0-C(=0)R 16 ; -C(=0)NR 16 R 17 ; -0-C(=0)NR 16 R 17 ; 
-NR 16 R 17 ; -NR 16 C(=0)R 17 ; -NR 16 C(=0)OR 17 ; -NR 16 S(=0) 2 R 17 ; and -S(=0) 2 NR 16 R 17 ; where 
said phenyl or pyr i dyl is substituted by 0 to 3 R 11 ; 

— where — 

_ R 11 is -F; -CI; -CF 3 ; -CN; -N0 2 ; -OH; -(d-C 3 ) alkoxy; -(C r C 3 ) alkyl; or -NR 16 R 17 ; 

— and — 

— R 16 and R 17 are each a member independently selected from the group consisting of 

-H; -(C r C 4 ) alkyl; -(C 2 -C 4 ) alkenyl; -(C 3 -C 6 ) cycloalkyl; phenyl; and benzyl; and pyr i dy l ; 
wherein said alkyl, alkenyl, cycloalkyl, phenyl, or benzyl , or pyridy l is substituted by 0 to 3 
substituents selected from the group consisting of -F, -CI, -CF 3 , -CN, and -(d-d) alkyl; 

— or — 

-R A and R B are taken together, but only in the case where m is 1 , to form a spiro 

moiety of Formula (1 .2.0): 




r(H 2 C) ;CH 2 ) S 

X x A 

(1.2.0) 

— where — 

are independently 0 to 4 provided that the sum of r + s is at least 1 but 
— and — 



-r and s 
not greater than 5; 
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-X A is selected from -CH 2 - -CH(R 11 )-, or C(R 11 );r-, where each R 11 is selected 

independently of the other and each has the same meaning as defined above; -NR 4 *- , wh e r e 
R 4 * has the sam e m e aning as d e fined bolow; - 0 - ; and - S(-0)r - , wh e r e t i s 0, 1 , or 2; 

— and — 

said spiro moiety of partial Formula (1.2.0) is substituted as to any one or more carbon atoms 
thereof, other than that defining X A , by 0 to 3 substituents R 14 , where R 14 has the same 
meaning as defined belo w; as to a n i trogon atom ther e of by 0 or 1 subst i tuont R 46 , wh e r e R 4 * 
has th e same m e aning as defin e d b e low; and as to a sulfur atom th e r e of by 0 or 2 oxygon 

cnui i io i 

-R c and R D have the same meaning as defined above for R A and R B except that 

one of R c or R p them must be -H, and R c and R D they are selected independently of each 
other and of R A and R B ; 

-R 1 and R 2 may individually or together appear on any ring or rings comprising a 

meaning of the moiety c£ as defined below; and R 1 and R 2 are each a member independently 
selected from the group consisting of -H; -F; -CI; -CN; -N0 2 ; -(C r C 4 ) alkyl; -(C 2 -C 4 ) alkynyl; 
fluorinated-(Ci -C 3 ) alkyl; -OR 16 ; and -C(=0)NR 22 a R 22 b ; whoro R^ ^afld-R^ havo tho 
sam e m e an i ngs as defin e d abovo; 

-R 3 is -H; -(d-C 3 ) alkyl; phenyl; benzyl; of — OR 4 * , wh e r e R 4 6 has th e sam e 

m e an i ng as d e fined abov o ; 

-RVR § and R 6 may i ndiv i dua ll y or tog e ther app e ar on any ring or rings comprising a 

m e an i ng of th e mo ie ty c£ as defined bo l ow; and 

RVR § -and-R 6 ar e e ach a member ind e pend e ntly is_ selected from the group consisting of 

— the following: — 

-(a) -H; -F; -CI; -(C 2 -C 4 ) alkynyl; -R 16 ; -OR 16 ; -S(=0) p R 16 ; -C(=0)R 16 ; -C(=0)OR 16 ; 

-OC(=0)R 16 ; -CN; -N0 2 ; -C(=0)NR 16 R 17 ; -OC(=0)NR 16 R 17 ; -NR 22 a C(=0)NR 16 R 17 ; 
-NR 22 a C(=NR 12 )NR 16 R 17 ; -NR 22 a C(=NCN)NR 16 R 17 ; -NR 22 a C(=N-N0 2 )NR 16 R 17 ; 

-C(=NR 22 a )NR 16 R 17 ; -CH 2 C(=NR 22 a )NR 16 R 17 ; -OC(=NR 22 a )NR 16 R 17 ; -OC(=N-N0 2 )NR 16 R 17 ; 
-NR 16 R 17 ; -CH 2 NR 16 R 17 ; -NR 22 a C(=0)R 16 ; -NR 22 a C(=0)OR 16 ; =NOR 16 ; -NR 22 a S(=0) p R 17 
-S(=0) p NR 16 R 17 ; and -CH 2 C(=NR 22 a )NR 16 R 17 ; 

— where — 

-P is 0, 1 , or 2; and R 22 a , R 16 , and R 17 have the same meanings as defined above; 

-(b) -(C r C 4 ) alkyl; and -(C 1 -C 4 ) alkoxy in the case where on e or mor e of r 4 -RVgf 

R 6 has the meaning of -OR 16 under (a) above and R 16 is defined as -(C r C 4 ) alkyl; wherein said 
alkyl and alkoxy are each independently substituted with 0 to 3 substituents -F or -CI; or 0 or 1 
substituent (C r C 2 ) alkoxycarbonyl-; (Ci-C 2 ) alkylcarbonyl-; or (C r C 2 ) alkylcarbonyloxy-; 



— and — 

-(c) an aryl or h e t e rocycly l moiety selected from the group consisting of phenyl [[;]] 

or benzyl; furanyl; t e trahydrofurany l ; oxetanyl; th ie nyl; tetrahydroth ie nyl; pyrro l yl; pyrro li d i nyl; 
oxazo l yl; — oxazo li d i ny l ; — i soxazoly l ; — i soxazo li d i ny l ; — th i azo l yl; — th i azo l id i nyl; — i sothiazo l y l ; 
i sothiazol i d i nyl; pyrazo l y l ; pyrazo l id i nyl; oxadiazo l yl; th i ad i azo l y l ; i m i dazo l yl; imidazo li d i nyl; 
pyr i d i ny l ; pyraz i ny l ; pyr i m i d i ny l ; pyridazinyl; p i p e r i d i nyl; pip e raz i nyl; tr i azo l yl; tr i azinyl; t e trazo l yl; 
pyr a ny l ; — azet i d i ny l ; — morpho l inyl, — parath i aziny l ; — i ndo l y l ; — i ndo l iny l ; — b e nzo[b]furanyl; — 2^ 
d i hydrob e nzofuranyl; 2 - H - chrom e nyl; chromanyl; b e nzoth ie nyl; 1 H -i ndazo l yl; b e nz i m i dazoly l ; 
b e nzoxazo l yl; bonzisoxazoly l ; b e nzth i azo l y l ; quino l inyl; i soquinol i nyl; phthalaz i nyl; quinazol i nyl; 
quinoxa li nyl; and purinyl ; wherein said phenyl or benzyl aryl and h e t e rocyc l y l moieties are 
each independently substituted with 0 to 2 substituents R 14 ; 

— wh e r e — 

-R 14 is a member selected from the group consisting of -(C 1 -C 4 ) alkyl; 

-(C3-C7) cycloalkyl; phenyl; and benzyl; pyr i dyl; and qu i no l iny l ; where said alkyl, cycloalkyl, 
phenyl, or benzyl , pyr i dy l , or qu i nol i nyl is substituted by 0, 1, or 2 substituents -F, -CI, -CH 3 , 
-OR 16 , -N0 2 , -CN, or -NR 16 R 17 ; and said R 14 group further consists of -F; -CI; -CF 3 ; oxo (=0); 
-OR 16 ; -N0 2 ; -CN; -C(=0)OR 16 ; -0-C(=0)R 16 ; -C(=0)NR 16 R 17 ; -0-C(=0)NR 16 R 17 ; -NR 16 R 17 ; 
-NR 16 C(=0)R 17 ; -NR 16 C(=0)OR 17 ; -NR 16 S(=0) 2 R 17 ; or -S(=0) 2 NR 16 R 17 ; whoro R ^-and-R 47 
hav e th e same meanings as defined abovo; 

— and furth e r wh e re — 

— R 4 ^ is a member independ e ntly so l oct e d from th e group consisting of - H; NR ^R 4 ^ 

C(-0)R *j OR 46 ; (G4-C4 ) a l kyl OR* N C(-0)OR^ (G 4 -G J a l kyl C(-0)OR^ 

C^NR^R 47 ^— (C 4 -€ 4 ) a l ky l ; (Ca -G 4 ) alkeny l ; (Chy„ (C* C+) cycloalkyl whoro u is 0, 1 or 
2; pheny l ; and bonzyl; pyr i dy l ; and qu i no li nyl; wh e r ei n sa i d a l ky l , alk e ny l , alkoxy, cycloa l kyl, 
pheny l , or b e nzyl, pyridyl or qu i no li nyl is substitut e d w i th 0 to 3 subst i tu e nts R 4 *; wh e re R 4 6 
and-R 47 - hav e th e sam e m e an i ngs as d e fin e d abov e ; and 

— whoro — 

— R 12 is a member independently selected from the group consisting of -F; -CI; 

-C0 2 R 18 ; -OR 16 ; -CN; -C(=0)NR 18 R 19 ; -NR 18 R 19 ; -NR 18 C(=0)R 19 ; -NR 18 C(=0)OR 19 ; 
-NR 18 S(=0) p R 19 ; -S(=0) p NR 18 R 19 , whoro p is 1 or 2 ; -(C r C 4 ) alkyl; and -(Ci-C 4 ) alkoxy in 
the case where R 12 has the meaning of -OR 16 above and R 16 is defined as -(C 1 -C 4 ) alkyl; 
wherein said alkyl and alkoxy are each independently substituted with 0 to 3 substituents 
independently selected from -F; -CI; -(C r C 2 ) alkoxycarbonyl; -(C^Cz) alkylcarbonyl; and - 
(C r C 2 ) alkylcarbonyloxy; where R 16 has the same meaning as defined above; and 

— where — 

R 18 and R 19 are independently selected from the group consisting of -H; 

-(C 1 -C 4 ) alkyl; and phenyl; where said alkyl or phenyl is substituted by 0-3 of-F; or -CI; 
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— or i n th e cas e wher e QM s ph e nyl — 

-(d) R 5 and R 6 are taken together to form a moiety which is a member selected 

from the group consisting of partial Formulas (1.3.11) through (1.3.15) (1.3.1) through 
(1.3.15) : 




(1.3.11) (1.3.12) (1.3.13) (1.3.14) (1.3.15) 

— wherein — 

— R 2 0 and R 24 ar e e ach a m e mb e r i nd e p e nd e nt l y s ele ct e d from th e group cons i sting of 

~ H, F, CI, CI l^, CI Ig^i CHF^, ~ CF^, ■■OCH 3 , pand ™OCF^7 

-R 23 and R 24 are each independently -H; -CH 3; -OCH 3 ; -CH 2 CH 3 ; -OCH 2 CH 3 ; 
-CH 2 CH 2 CH 3 : -CH 2 (CH 3 ) 2 ; -CH 2 CH 2 CH 2 CH 3 ; -CH(CH 3 )CH 2 CH 3 ; -CH 2 CH(CH 3 ) 2 ; -C(CH 3 ) 3 ; or 
absent, in which case the dashed line represents a double bond; 

-Q!_ is phenyl a moi e ty comprising a saturat e d or unsaturat e d carbon ring system 

that i s a 3 to 7 mombered monocyc l ic, or that i s a 7 to 12 momb e r e d, fused polycycl i c; 
prov i d e d that c£ i s not a d i scont i nuous or re s tr i ct e d b i ary l mo ie ty as d e fin e d und e r e£ -ketewf 
and wh e rein optional l y ono carbon atom of sa i d carbon ring system may be r e p l ac e d by a 
h e t e roatom s el ectod from N, O, and S; wher e optional l y a s e cond carbon atom th e reof, and 
furth e r optional l y a third carbon atom ther e of may b e r e p l ac e d by N ; 

— wherein — 

said phenyl moi e ty d e fining q£ is substituted on any r i ng or r i ngs thoroof by R 4 , R 5 and R 6 , 
which have the same meaning as defined above; 

-Q£ is a discontinuous or restr i ctod biary l mo ie ty consist i ng of a s aturat e d or 

unsaturat e d carbon r i ng syst e m that is a 3 to 7 momb e r e d monocyc l ic, or that i s a 7 to 12 - 
m e mbor e d, fus e d po l ycycl i c; wh e r e in optiona ll y on o carbon atom of said carbon r i ng syst e m 
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may b e r e p l ac e d by a h e teroatom s ele cted from N, O t and S; wh e r e opt i onally a s e cond carbon 
atom theroof, and furth e r optiona l ly a th i rd carbon atom th e r e of may b e r e plac e d by N; 



(1-2.1) 




(1-2.5) 



or 



(1-23) 




d-2-9) 



is a m e mber i ndopond e nt l y s e l e ct e d from th e group consisting of 

— th e following — 
th e group consisting of partia l Formu l as (1.1.1) through (1.1.15): 



O 

A, 



o o 
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(4^444 



whoro i n 
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wh e re R ^-^aftd-R 4 * havo tho came meanings as d e finod abov e ; and R 8 has tho cam e m e an i ng 
ac dofinod b el ow; 

--"*" indicates the point of attachment of each partial Formula (1.1.1) through (1.1.15) 

to the remaining portion of Formula (1 .0.0); 

-q i s 1,2, or 3, prov i d e d that wher e q is 2 or 3, R 8 has th e m e an i ng of H i n at l e ast 

on e i nstanc e , or two instances, r e sp e ctivo l y; 

-v 0 or 1; 

— W 3 is — O — i — N{R 8 ) , whoro R 8 has th e same mean i ng as d e fined be l ow; or — 

OC(-O) ; 

--R 7 a is a member independently selected from the group consisting of 

— the following: — 

~d) -H; 

-(2) -(C r C 6 ) alkyl; ~(C 2 -C 6 ) alkenyl; or -(C r C 6 ) alkynyl; where said alkyl, alkenyl or 

alkynyl is substituted by 0 to 3 substituents R 10 , whor o R 48 has the samo moaning as dofinod 
above' 

-(3) -(CH 2 )u-(C3-C 7 ) cycloalkyl; where u is 0, 1 or 2; and further where said 

(C3-C7) cycloalkyl is substituted by 0 to 3 substituents R 10 wh e r e R 4 ^ has th e sam e m e aning as 
d e fin e d abov e; 

— and — 

--(4) phenyl or benzyl, where said phenyl or benzyl is independently substituted by 0 

to 3 substituents R 10 whoro R 4 8 has tho sam e moan i ng as d e finod abovo ; 

i s a m e mb e r i nd e p e nd e ntly select e d from the group cons i sting of 

— th e fo ll ow i ng: — 

-W t e trazo l 5 yl; 1,2,4 - triazo l 3 - yl; 1,2, 4 tr i azol - 3 - on 5 y l ; 1,2,3 triazo l 5 yl; i m i dazo l 

2 - y l ; i m i dazoM - yl; i m i dazo li d i n 2 - on 4 y l ; 1 ,3, 4 oxad i azo l yl; 1,3, 4- oxad i azo l- 2 - on - 5 yl; 1,2, 4 
oxad i azol - 3 - yl; 1,2,4 oxad i azo l- 5 - on - 3 - yl; 1,2,4 oxad i azo l- 5 yl; 1,2,4 - oxadiazo l- 3 on 5 - yl; 1,2,5 - 
th i adiazoly l ; 1,3, 4- th i ad i azo l y l ; morpho li nyl; parathiazinyl; oxazo l y l ; isoxazo l y l ; th i azolyl; 
i sothiazoly l ; pyrrolyl; pyrazo l y l ; succin i m i dyl; g l utarim i dyl; pyrrol i dony l ; 2 - pip e ridony l ; 2 
pyr i donyl; 4 - pyr i dony l ; pyridaz i n - 3 - ony l ; pyridyl; pyr i mid i nyl; pyraz i ny l ; pyr i daz i nyl; 

— and — 

-(2) indo l yl; indo li nyl; i soindolinyl; bonzo[6]furany l ; 2,3 dihydrob e nzofurony l ; 1,3 

d i hydro i sob e nzofurany l ; 2H - 1 - b e nzopyrany l ; 2Hchrom o ny l ; chromany l ; b e nzoth ie nyl; 1H 
i ndazo l y l ; b e nz i m i dazo l yl; b e nzoxazo l yl; bonzi s oxazoly l ; b e nzothiazo l y l ; b e nzotr i azo l y l ; 
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b e nzotr i aziny l ; — phthalazinyl; — 1,8 - naphthyr i d i ny l ; — qu i no li nyl; — isoqu i no l iny l ; — qu i nazo li ny l ; 
quinoxa li nyl; — pyrazolo[3^ - d]pyr i m i d i nyl; — pyrim i do^S cQpyr i m i dinyl; — imidazo[1 ,2 - a]pyridinyl; 
pyr i dopyr i d i nyl; pt e r i d i nyl; and 1H - pur i ny l ; 

— wh e re — 

any moi e ty r e cited in (1) or (2) abov o i s opt i ona ll y subst i tut e d w i th resp e ct to (i) any on e or 
mor e carbon atoms th e r e of optiona ll y by a subst i tu e nt R 44 wh e r e R 44 has th e sam e m e an i ng 
as d e fined abov e ; (ii) any ono or mor e n i trog e n atoms th e r e of that i s not a point of attachment 
of sa i d moi e ty, opt i ona ll y by a subst i tu e nt R 4 6 wh e r e R ^ Jias th e same m e an i ng as d e fin e d 
abov e , and al l tautom e r forms th e reof; and (Hi) any su l fur atom ther e of that is not a po i nt of 
attachm e nt of said moioty, by 0, 1 , or 2 oxyg e n atoms; 

— R 8 is a m e mb e r s ele ct e d from th e group cons i st i ng of — Hi — (G 4 -G 4 ) a l ky l ; 

(C^ C^) cyc l oa l kyl; phony l ; bonzy l ; pyr i dyl; Ct-QjOR 46 ; C(-0)R 4 ^f--^ 4€ f^4-C 2 ^alkyl- 
QR 4 6 ; and (C 4-G 3) alkyl C(-Q)QR 46 ; wh e r e R 4 6 has th e same moan i ng as defin e d abovo; 

— R*G is a m e mb e r i ndepend e ntly s ele ct e d from th e group cons i st i ng of th e moanings 

ef-R* A and th e m e an i ngs of R*g defin e d abovo; 



and further wh e r e in 




(1.1.15) 

- compr i s e s a satur a t e d or unsaturat e d, A — to 8 m e mb e r e d monocyc l ic, or 5 to 10 m e mb e r e d 
fus e d or op e n bicycl i c, carbocyc l ic ring syst e m containing a n i trog e n heteroatom as shown i n 
part i a l Formu l a (1.1.15); whoroin opt i ona l ly from 1 to 3 carbon atoms of sa i d carbocyc l ic ring 
syst e m may b e i ndiv i dually r e plac e d by a nitrog e n h e t e roatom; or opt i ona ll y 1 carbon atom 
th e reof may be r e plac e d by an oxygen h e t e roatom or by a su l fur h e t e roatom; or opt i ona l ly 2 
carbon atoms th e r e of may b e i nd i v i dual l y rop l ac e d by a nitrog e n h e t e roatom and an oxygon 
h e teroatom, or by a nitrog e n h e t e roatom and a sulfur het e roatom; 

— wh e ro — 

any mo ie ty of part i al Formu l a (1.1.15) r e cit e d abov e is opt i ona ll y subst i tut e d with r e sp e ct to (1) 
any on e or more carbon atoms th e r e of, by a substituont R 44 wh e r e R 4 4 has tho samo moan i ng 
as defined above; (2) any on e or moro n i trogen atoms th e r e of by a subst i tuent R 46 wh e r e R 4 * 
has th e sam e m e aning as defined abov e , and a ll tautom e r forms, and optiona ll y N ox i d e forms 
th e reof; or (3) any sulfur atom th e r e of by 0, 1, or 2 oxyg e n atoms; 

— and % i s furth e r co l octod from — 

-(b) a mo ie ty comprising a momb e r s ele ct e d from the group consist i ng of 

Q P(-0)(OH) 2 — (phosphor i c); PH(-Q)OH — (phosph i n i c); P(-Q)(OH) a — (phocphon i c); 
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[P(-0)(OH) - 0(C 4 -C 4 ) a l kyl] (a l kyiphocphono); P(-0)(OH) 0(C 4 -G 4 ) a l ky l ) (a l kylphocph i nyl); 

P(-0)(OH)NH a — (phocphoram i do); P(-Q)(QH)NH(C 4 -G 4 falkyl — a«d P(-0)(QH)MHR ^ 

(subst i tut e d phosphoramido); - 0 - S (- 0) a OH (sulfur i c); - S(-0) a OH (su l fon i c); -S(~0) a NHR 26 -of 
■ NHSf-OJ aR 26 (sulfonam i de) wh e r e R ^-is — GHy, — CF^, or otoluyl; and acy l su l fonamido 
s e lected — from — toe — group — consisting — of — C(-Q)NHS(-0) aR^ — C(-0)NHS(-Q)^NHa i 

C(-Q)NHS (- Q) 2 (G 4 -G 4 falkyH C(-0)NHS(-OUNH(C 4 -G 4 falkyk 

■ C(-Q)NHS(-Q) aNt(G 4 -G 4 falkyq^ S(=Q) 2 NHC(-Q)(C 4 -G 4 falkyti S(-OkNHC(-0)NH g 

S(-OLNHC(-Q)NH(C 4 -G 4 falkyH S(-Q) tf NHC(-Q)N[(C 4 >C 4 falkyl}^ S(-0)^NHC(-0)R 2 6 i 

S(-0)^NHCN; S(=G) aNHC(-S)NH 2 7 - S(-0)^NHC(-S)NH(C 4 -G 4 falkyH 

■ S(-0)JslHC(-S)N[(C 4 -G 4 ) atkytfe and S(=Q) a NHS(=Q) g R a6 7 

— wh e r e — 

-R 26 is — Hi — (G 4 -G 4 ) alkyl; ph e nyl; or OR 48 , wh e r e R 4 * has th e sam e m e aning as 

defined abovo; 

prov i d e d that wh e n Q* i s ph e nyl, R § and R s ar e tak e n tog e th e r to form a mo ie ty which i s a 
m e mb e r s e l e ct e d from th e group cons i sting of partia l Formulas (1.3.1), (1.3.2), (1.3.3) and 

(1 .3.6), g is 0 and Q 2 i s b i ph e ny l , th e n Z is not " i 

— or — 

a pharmaceutical^ acceptable salt thereof. 
2. - 5. (Canceled) 

6. (Currently amended) A compound according to Claim 1 wherein ^ i s ph e ny l 
or pyr i dy l ; — o-o- c£ is biphenyl — 3 - ph e ny l pyr i d i no, — cyc l ohexyl b e nz e n e , — [2,2']bipyr i diny l , 
b i cyc l oh e xyl, naphthal e n e , or biph e nyl e n e; o o j i s 1 ; o o m is 0 or 1 ; and o o n is 1 ; oozisa 
mo ie ty select e d from part i al Formulas (1.1.1) through (1.1.3), (1.1.5), (1.1.6), and (1.1.10) 
through (1.1.1 4 ) wh e r e R ? a is (a) H, or CH<> substitutod by 0 - 3 R 40 wh e r e R 40 is F;or i s CH^ 
subst i tut e d by 0 or 1 R^-where-R 40 is CN, OR^ -where-R 46 is - ChU or CH^CH^, or NR^ R 4 * 
Qf-NR^G(^0)R^ wh e r e R^ -and-R 4 7 are H or ChU; (b) cyclopropyl, cyc l obutyl, cyo l op e nty l , or 
cyc l oh e xy l ; or (c) pheny l or b e nzyl subst i tut e d by 0 2 R 4 * wh e r e R 4 * i s F, - C I , CF^, ChU r— 
GH ^OH, SCHU CN, NO.,, OR 4 VeE-^ 4 V*-wtef^ H, ChU, or CH^CH^ 

^R 9 i s - Hor ChU;ooW 4 is O- ; oo g i s 1 and W 2 i s O or CR ^R^-^efe-R^-and^ 30 
ar e both H, or g i s 0 and W 2 i s thus absent; o o Y is ~~C(R 4 a ) ;ooR 4 a i s - H, or F; oo R A 
and R B ar e indopondont l y — H or CH^; or R A and R 8 are taken togoth e r to form a 
- (C r C 7 ) cycloa l kyl sp i ro moiety; o o ono of R € -afld-R Q is - H and th e othor i s H or - CH^; oo R* 
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aft4-R a ar e -H, - F, or QCH^; oo R 3 is - H or - CI-U; and o o r Vr 6 and R 6 are -H provid e d that 
R 6 and R 6 are not both - H at tho oame timo, -F, C I , OCH^, CN; - NO a> or -C(-0)R 3 -Of 
- C(-0)OR 3 wh e r e R 3 -is — CH^; or R 6 and R 6 ar e tak e n tog e th e r to form a mo ie ty of partia l 
Formula (1.3.1), (1.3.2), (1.3.3), (1.3.1), (1.3.11), (1.3.12), or (1.3.15) . 

7.-12. (Canceled) 

13. (Currently amended) A compound according to Claim 1 wherein said 
compound is a member selected from the group consisting of the following: 

[4'-({[2-(Benzo[2, 1 ,3]thiadiazol-5^ 
y!oxy]-acetic acid; 

[^-({^-(Benzop.l.Sloxadiazol-S-yloxy^pyridine-S-carbonyll-aminoVmethyO-biphenyM- 
yloxy]-acetic acid; 

[4' ({[2 (Bonzo[1,3]dioxo l 5 yloxy) pyr i din e- 3 - oarbony l ] am i no} - m e thyl) biph e ny l-4- yloxy] 
ac e t i c ac i d; 

(±)-2-[4' ({[2 (B e nzo[1 ,3]dioxo l- 5 - y l oxy) pyridine 3 carbonyl] am i no} m e thyl) 2 fluoro 
b i ph e nyl 4 y l oxy] - prop i on i c ac i d; 

(±) 2 (Bonzo[1,3]dioxo l- 5 - yloxy) N (2' fluoro - 4'[1 (1H totrazol - 5 y l ) othoxyj - b i pheny l 4 
ylm e thy l } - nicotinam i do; 

(±) - 2 - [4* ({[2 (B e nzo[1,3]dioxo l- 5 - y l oxy) - pyrid i n e- 3 - carbonyl] am i no} m e thy l ) - 3' - fluoro 
biphenyl - 2 - yloxy] prop i onic ac i d; 

(±) 2 (Bonzo[1,3]dioxol 5 yloxy) N (2' fluoro 4^1 (5 mothyl 4H [1,2,4]tr i azo l 3 y l ) 
e thoxy] - b i ph e ny l- 4 - ylm e thyl} nicotinam i de; 

(±) - N [4' (1 Carbamoyl ethoxy) - 2' - fluoro - biph e nyH ylmothy l ] - 2 (3 cyano - ph e noxy) - 
n i ootinam i d o ; 

(±) - 2 - [2,3' Difluoro -4 ' - ({[2 (3 - m e thoxy - ph e noxy) pyr i din e 3 carbony l ] am i noj - m e thyl) - 
biph e ny l- 4 yloxy] - propionic ac i d; 

2 - (B e nzo[1,3]d i oxol 5 yloxy) - N - (4' carbamoylm e thy l- 3 - fluoro - bipheny l- 4 - ylm e thy l ) 
n i cot i nam i d e ; 

2 (Bonzo[1,3]d i oxo l 5 yloxy) N (4' [(2 cyano bonzoy l am i no) mothy l ] - 2' fluoro b i phony l 4 
ylm e thyl) 5 - fluoro - n i cotinamid e ; 

Pyr i d i ne 2 carboxyl i c — acid — (3' - fluoro -4 ' {[2 - (4 - f l uoro - ph e noxy) n i cot i nam i d e ] methy l } 
biph e ny l-4- ylm e thyl) am i do; 

2 - (B e nzo[1,3]dioxo l 5 yloxy) N (2' fluoro 4' [1 mothyl 1 (1H totrazo l 5 yl) othyl] biphony l 
4 - ylm e thyl} - nicot i nam i d e ; 

5 - F l uoro - N - (3 - fluoro 4 ' ([(5 m e thyMH [1,2,4]triazo lo 3 - carbony l ) amino] methy l } 
biph e nyl -4- y l m e thyl) 2 - (3 - m e thoxy - ph e noxy) - n i cotinam i do; 
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2 (Bonzo[1,3]dioxo l- 5 yloxy) - N - {2' - f l uoro - 4' [(2 mothoxy bonzoylam i no) - m e thy l ] - 
biph e ny l-4 ylm e thyl} - nicotinam i d e ; 

N - [ 4 ' (1,3 - D i oxo - 1,3 d i hydro -i so i ndo l 2 - y l methy l ) 2'fluoro b i ph o nyl 4- ylm e thy l ] - 2 - ( 4- 
f1uoro - ph e noxy) - n i oot i nam i d e ; 

N - (2' - F l uoro -4 ' - {[(3H i m i dazo l e A carbonyl) am i no] m e thy l } - b i phonyH - ylmethy l ) 2 (3 
n i tro - ph e noxy) - n i ootinamid e ; 

(±) - 3 - [4' - ({[2 - (3 - Ch l oro 4 fluoro - ph e noxy) - pyr i d i no 3 - carbonyl] amino} - m e thy l ) 2 fluoro 
b i ph e ny l 4 yloxy] - butyr i c ac i d; 

2 - [4 , - ({[2 - B e nzo[2,1,3]th i ad i azo l- 5 - yloxy) - pyr i dino3 carbonyl] am i no} - m e thyl) 2 fluoro 
biph e ny l 4 yl] - 2 - m e thyl - propion i o ac i d; 

(±)-2-[4'-({[2-(Benzo[2,1,3]oxadiazol-5-yloxy)-pyridine-3-c^irbonyl]-amino}-methyl)-2- 
fluoro-biphenyl-4-yloxy]-propionic acid; and 

(±)-2-[3'-Fluoro-4X{[2-(2-methyl-2H-benzotriazo 
methyl)-biphenyl-4-yloxy]-propionic acid; 

2 - (3 - Cyano - ph e noxy) - N - {2' fluoro^'Kpyr i din^ - ylm e thyO - carbamoylj - biph e nyl 4 
ylmethy l } - n i cotinam i do; 

2 - (B e nzo[1 1 3]dioxo l 5 yloxy) N {2' fluoro 4 ' - [(quino li n 2 - ylm e thyl) carbamoyl] biphonyl 4 
ylm e thy l } - nicot i nam i do; 

5 - Fluoro - 2 - (^l fIuoro - ph e noxy)N - [3 - f l uoro - 3 , - (1H - t e trazo l- 5 - yl) - b i ph e nyl 4 ylmothy l ] 
n i cotinam i d e ; 

N - {3 - F l uoro -4 ' [(1 - hydroxy pyr i d i n - 2 - ylm e thy l ) - carbamoy l ] - b i ph e ny l 4 - ylm e thyl} - 2 - (3 
m e thoxy ph e noxy) - n i cot i namid e ; 

(±) - N - [3 F l uoro - 4' - (2 hydroxy - 1,2 - dim e thyl - propoxy) - biphony l 4 ylm e thy l ] 2 ( 4 fluoro 
ph e noxy) nicotinam i d e ; 

N - [2' - Fluoro 4' (1 - hydroxy 1 - m e thyl -e thy l ) - biph e ny l- 4 y l mothyl] 2 - (4 - fluoro phonoxy) 
nicotinam i d e ; and 

2 - (3 - Ch l oro -4 fluoro phonoxy) N [4* (pyridin - 2 - y l m e thoxy) b i phenyM - y l m e thy l ] 
nicotinam i d e, 

14.-18. (Canceled) 

19. (Withdrawn) A method of treating a disease, disorder or condition mediated 
by the PDE4 isozyme in a mammal, said method comprising administering to said mammal in 
need of such mediation, a therapeutically effective amount of a compound of Claim 1 or a 
pharmaceutical^ acceptable salt thereof. 

20. (Withdrawn) A method of claim 19 wherein said PDE4 isozyme is the PDE4- 
D subtype isozyme. 
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21. (Withdrawn) A method of claim 19 wherein said disease, disorder or 
condition is atopic asthma; non-atopic asthma; allergic asthma; bronchial asthma; essential 
asthma; true asthma; intrinsic asthma caused by pathophysiologic disturbances; extrinsic 
asthma caused by environmental factors; essential asthma of unknown or inapparent cause; 
bronchitic asthma; emphysematous asthma; exercise-induced asthma; occupational asthma; 
infective asthma caused by bacterial, fungal, protozoal or viral infection; non-allergic asthma; 
incipient asthma; or wheezy infant syndrome. 

22. (Withdrawn) A method of claim 19 wherein said disease, disorder or 
condition is chronic or acute bronchoconstriction; chronic bronchitis; small airways obstruction; 
emphysema; pneumoconiosis; chronic eosinophilic pneumonia; chronic obstructive pulmonary 
disease; adult respiratory distress syndrome; or exacerbation of airways hyper-reactivity 
consequent to other drug therapy. 

23. (Withdrawn) A method of claim 22 wherein said chronic obstructive 
pulmonary disease is characterized by irreversible, progressive airways obstruction. 

24. (Withdrawn) A method of claim 22 wherein said pneumonconiosis is 
aluminosis; bauxite workers' disease; anthracosis; miners' disease; asbestosis; steam-fitters' 
asthma; chalicosis; flint disease; ptilosis caused by inhaling the dust from ostrich feathers; 
siderosis caused by the inhalation of iron particles; silicosis; grinders' disease; byssinosis; 
cotton-dust asthma; or talc pneumoconiosis. 

25. (Withdrawn) A method of claim 19 wherein said disease, disorder or 
condition is bronchitis; acute bronchitis; chronic bronchitis; acute laryngotracheal bronchitis; 
arachidic bronchitis; catarrhal bronchitis; croupus bronchitis; dry bronchitis; infectious asthmatic 
bronchitis; productive bronchitis; staphylococcus bronchitis; streptococcal bronchitis; or vesicular 
bronchitis. 

26. (Withdrawn) A method of claim 19 wherein said disease, disorder or 
condition is bronchiectasis; cylindric bronchiectasis; sacculated bronchiectasis; fusiform 
brochiectasis; capillary bronchiectasis; cystic bronchiectasis; dry bronchiectasis or follicular 
bronchiectasis. 

27. (Withdrawn) A method of claim 19 wherein said disease, disorder or 
condition is seasonal allergic rhinitis; perennial allergic rhinitis; sinusitis; purulent sinusitis; 
nonpurulent sinusitis; acute sinusitis; chronic sinusitis; ethmoid sinusitis; frontal sinusitis; or 
sphenoid sinusitis. 
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